Recent studies have revealed considerable evidence for our understanding of the mechanisms underlying the development and maintenance of chronic pain including neuropathic and in‰ammatory pain. It is considered that plastic changes in the spinal dorsal horn contribute to the ampliˆcation of pain signaling. Moreover, persistent pain aŠects brain function and also the endogenous descending pain regulatory system. To characterize these pathophysiological changes and pharmacological properties in chronic pain conditions at the synaptic level, we have employed in vitro electrophysiology in slices of the spinal cord and supraspinal regions such as brainstem and hippocampus of adult mice and in vivo electrophysiology in anesthetized rats. In particular, we have successfully prepared spinal slices with an attached dorsal root, where A-ˆber-or C-ˆber-evoked monosynaptic excitatory postsynaptic currents or miniature excitatory postsynaptic currents were recorded from voltage-clamped dorsal horn neurons. In anesthetized rats, C-ˆber-evoked eld potentials were recorded from the spinal dorsal horn in response to electrical stimulation of the sciatic nerveˆbers, and their long-term potentiation was elicited to mimic increased synaptic e‹cacy after peripheral nerve injury. Of interest is theˆnding that some drugs exerted the injury-speciˆc eŠects on synaptic transmission, thus strongly suggesting the importance of pharmacological analysis at the synaptic level combined with electrophysiological techniques to obtain pathophysiological information and new insights into drug research in thisˆeld.
An excitatory postsynaptic potential (EPSP) is generated by a synaptic current (I EPSP ). R m , R a and R ex are the resistances of the membrane, cytoplasm, and extracellular space, respectively, and R m is much greater than R ex . HFS; high-frequency stimulation (see Fig. 2 ). 
